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More than just hype

As researchers involved in the Heart
Outcomes Prevention Evaluation

(HOPE), we read with interest the arti-
cle by Karen Tu and colleagues1 and
Louise Pilote’s accompanying com-
mentary.2 As documented by Tu and
colleagues for Ontario,1 the HOPE re-
sults have had a striking impact on the
prescription of ramipril, but Pilote’s
speculation2 that HOPE’s impact on
practice is mostly in response to intense
marketing ignores many relevant facts.

The HOPE study clearly demon-
strated clinically important reductions
in deaths, myocardial infarction, stroke,
new heart failure, revascularization and
nephropathy in a variety of subgroups.3

In addition to these benefits, the evi-
dence for the use of ramipril in a variety
of conditions is extensive.4-7 Further-
more, 4 independent analyses exploring
the cost-effectiveness of ramipril8-11

found clear clinical benefits with no
overall increase in health care costs.
Such a combination is rare.

Many cardiologists and internists
across Canada became familiar with
ramipril through their participation in
the HOPE trial. It is therefore not un-
expected that the study’s positive results
would have influenced the practices of
these physicians and their colleagues, as
was the case for previous trials of
thrombolytic agents and acetylsalicylic
acid in acute myocardial infarction.

Undoubtedly, the manufacturers of
therapies for which benefits have been
demonstrated will promote those find-
ings. This certainly has an impact on their
revenues, but it is only appropriate that,

in the presence of clear evidence that a
simple, safe and cost-effective therapy re-
sults in major improve-ments in patients’
health, efforts be made to ensure that the
results are widely known. Such dissemi-
nation of information will benefit both
patients and society as a whole.

Salim Yusuf
Professor of Medicine
McMaster University
Hamilton, Ont.
Gilles Dagenais
Professor Emeritus
Laval University
Sainte-Foy, Que.
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Clinical trial evidence has been ac-
cumulating to support the benefits

of ramipril in a wide range of clinical
applications. Yet Louise Pilote, in a re-
cent commentary,1 states that in most
trials of angiotensin-converting enzyme
(ACE) inhibitor therapy for patients
with congestive heart failure, acute my-
ocardial infarction or diabetes mellitus,
ramipril was not the main ACE in-
hibitor studied. 

Ramipril is the only ACE inhibitor
shown to be beneficial in the preven-
tion of adverse cardiovascular outcomes
in diabetic patients with one risk factor
for vascular disease. The Micro-HOPE
study2 showed that ramipril given for 4
to 5 years reduced cardiovascular mor-
tality by 37% (relative risk 0.63, 95%
confidence interval [CI] 0.49 to 0.79, p
= 0.0001) among the 3657 diabetic pa-
tients enrolled in the HOPE study.3

Pilote goes on to report that of the
100 000 patients enrolled in trials of early
administration of ACE inhibitors after
acute myocardial infarction, none were
assigned to receive ramipril. However, in
the Acute Infarction Ramipril Efficacy
(AIRE) study,4 2006 patients were ran-
domly assigned to receive ramipril or
placebo 3 to 10 days after acute myocar-
dial infarction complicated by heart fail-
ure. After an average 15-month treat-
ment period, there was an absolute risk
reduction of 6% and a relative risk re-
duction of 27% for all-cause mortality
(95% CI 11% to 40%, p = 0.002).

Pilote is correct in stating that only
about 17% of patients in a clinical trial
of ACE inhibitors were randomly as-
signed to receive ramipril.5 However,
there is substantial evidence supporting
the use of ramipril for the prevention of
heart failure from both the AIRE trial4

and the HOPE study.6 Furthermore, it
is likely that the benefit of ACE inhibi-
tion in the management of heart failure
is a class effect.

The large increase in the sales of
ramipril after publication of the HOPE
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